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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 

IN RE APPLICATION OF: Katsuaki MIYAJI, et al. 
SERIAL NO.: NEW U.S. PCT APPLICATION 
FILED: HEREWITH 

INTERNATIONAL APPLICATION NO.: PCT/JP03/10353 
INTERNATIONAL FILING DATE: August 14, 2003 

FOR: THROMBOPOIETIN RECEPTOR ACTIVATORS AND PROCESS FOR THEIR 
PRODUCTION 



In the matter of the above-identified application for patent, notice is hereby given that 
the applicant claims as priority: 



Certified copies of the corresponding Convention application(s) were submitted to the 
International Bureau in PCT Application No. PCT/JP03/10353. Receipt of the certified 
copy(s) by the International Bureau in a timely manner under PCT Rule 17.1(a) has been 
acknowledged as evidenced by the attached PCT/TB/304. 



REQUEST FOR PRIORITY UNDER 35 U.S.C. 119 
AND THE INTERNATIONAL CONVENTION 



Commissioner for Patents 
Alexandria, Virginia 22313 



Sir: 



COUNTRY 

Japan 



APPLICATION NO 

2002-236167 



DAY/MONTH/YEAR 

14 August 2002 



Respectfully submitted, 

OBLON, SPIVAK, McCLELLAND, 

MAIER & NEUSTADT, P.C. 




Customer Number 



22850 



Norman F. Obion 
Attorney of Record 
Registration No. 24,618 
Surinder Sachar 
Registration No. 34,423 



(703)413-3000 

Fax No. (703)413-2220 

(OSMMN 08/03) 



BEST AVAILABLE CO?* 



PCT/JP03/10353 



"received. 

WW 2 12003 



ATENT COOPERATION TRE 



From the INTERNATIONAL BUREAU 



PCT 

NOTIFICATION CONCERNING 
SUBMISSION OR TRANSMITTAL 
OF PRIORITY DOCUMENT 

(PCT Administrative Instructions, Section 41 1 ) 



To: 



SENMYO, Kenji 
Torimoto Kogyo Bldg. 
38, Kanda-Higashimatsushitacho 
Chiyoda-ku, Tokyo 101-0042 
Japan 



02005 



Date of mailing (day/month/year) 

13 November 2003 (13.11.03) 




.-• 


Applicant's or agent's file reference 
NC-271 


IMPORTANT NOTIFICATION 


International application No. 
PCT/JP03/10353 


International filing date (day/month/year) 
14 August 2003 (14.08.03) 


International publication date (day/month/year) 
Not yet published 


Priority date (day/month/year) ' 
14 August 2002 (14.08.02) 


Applicant 

NISSAN CHEMICAL INDUSTRIES, LTD. et al 



1. The applicant is hereby notified of the date of receipt (except where the letters "NR" appear in the right-hand column) by the 
International Bureau of the priority document(s) relating to the earlier application(s) indicated below. Unless otherwise 
indicated by an asterisk appearing next to a date of receipt or by the letters "NR". in the right-hand column,, the priority 
document concerned was submitted or transmitted to the International Bureau in compliance with Rule 17.1(a) or (b). 

2. This updates and replaces any previously issued notification concerning submission or transmittal of priority documents. 

3. An asterisk^) appearing next to a date of receipt, in the right-hand column, denotes a priority document submitted 
or transmitted to the International Bureau but not in compliance with Rule 17.1(a) or (b). In such a case, the attention 
of the applicant is directed to Rule 17.1(c) which provides that no designated Office may disregard the priority claim 
concerned before giving the applicant an opportunity, upon entry into the national phase, to furnish the priority document 
within a time limit which is reasonable under the circumstances. 

4. The letters "NR" appearing in the right-hand column denote a priority document which was not received by the international 
Bureau or which the applicant did not request the receiving Office to prepare and transmit to the International Bureau, 

as provided by Rule 17.1(a) or (b), respectively. In such a case, the attention of the applicant is directed to Rule 17.1(c) which 
provides that no designated Office may disregard the priority claim concerned before giving the applicant an opportunity, 
upon entry into the national phase, to furnish the priority document within a time limit which is reasonable under the 
circumstances. 
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Priority application No. 



14 Augu 2002 (14.08.02) 2002-236167 



Country or regional Office 
or PCT receiving Office 

JP 



Date of receipt 
of priority document 

06 Nove 2003 (06.11.03) 





The International Bureau of WIPO 
34, chemin des Colombettes 
1211 Geneva 20, Switzerland 

Facsimile No. (41-22)338.70.10 


Authorized officer 

Farid ABBOU 

Telephone No. (41-22) 338 8169 



Form PCT/IB/304 (July 1998) 



005966756 
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This is to certify that the annexed is a true copy of the following application as filed 
with this Office. 



ta m * ft h 

Date of Application: 

tii M # -Si- 
Application Number: 

[ST. 10/C] : 



2002^ 8^140 

mm 2002-236167 
[JP2002-236167] 




ai m 

Applicant(s): 



A 



i PRIORITY DOCUMENT 

j SUBMITTED OR TRANSMITTED IN 
l COMPLIANCE WITH 

I RULE 17.1(a) OR (b) 




2002-236167 ^ 



[«i*] mv?m 

[S£3#-f-] 4419000 

MB] ¥JS14^8^14H 

C07C291/10 

[£BrX*±©j*r] ^*«TfTfl2#fflT 7 2 2fli h M4t¥Xm&t£i 

[ft*] sttl 5£W 
[f£§S#] 

[tt^fXtiS^f] «FEEmi*fliF3EiU&|Sgwr^eM 1 4 7 0 Hlftfli 

[ft&rXtt©Bf] *3E*T*T«f3Eil5eW!«r^eifl 1 4 7 0 BMflt 

[ft*] mm 

l&mxitmm) *3EWWrtSFSipewmr^ew 1470 a 0^1* 

[ft*] m» ^4- 

[ft*] Km 

lm%m^] 000003986 

[ft*xf±*^>] b m^nfm^^n 

[*8&#-^l 047-465-1120 



tB|£# 2003-3087424 



0^M2 0 0 2-2 3 6 1 6 7 ^ : 2/E 



[^JW^(»^] 005212 
Mfttt&Sg] 21,O0OR 

mmw i 



mtE# 2003-3087424 



2002-236167 




mm* 



mw<D%m h u -«ttftai & cru**,* oftjt 

^ (i) 



RiRvtRSit^rn^AL^ Ttexm^ so 3 h, d_ 6 T;u*;i^ d 
c 6 _i 8 7';-^ 2-\svv)vm, 

^2-79-^ 2-^^-;^ 3 (iC 6 _ 

isr 2-fcf>;v;i^ 4-tfy^/i^ 2-77- 

fiCi_ 6 r;v^;v^-effi^tcg^$tLTv^T^ £v\, ) XJ4Nr9r10 (5$^ R 

R9^^RlO^-^ t c^oT-(CH2) n X(CH 2 ) m - (5*;+, Xi±. CR"r12 (5^ 
Rii^^Ri2^^ttenaS^^H^X{iCi_ 6 r;v^;^ (KCi^r/i/** 

e-isTV-^mmM^m^fix^x^x^. ) ^mt^, ) , ox«s£ 

** U n}i ^ 1 - 2X14 3 *rSW5U mii, 1, 2Xtt3t**n^ n + 
mW\ 3, 4X«4 5*C*& 0 ) ) *lTV>T * J: v\, 

) **I*U R2xtTR4ii^*t^tL»tSS:jc, ymMXitC U6 T)Un 




ffilE#2 003-3087424 



^12 0 0 2 -2 3 6 1 6 7 £ : 

m*&3] RlXVR3^#t«itt2i»^ S0 3 H, Ci_ 6 r;u 

7****, C!_ 6 T;v^;i,*;u^;^^C 6 _ 18 TU -A,*^-^* tt / 
NR9R10 R^^RlO(i^tL^^a:^lE^L<i±C 1 _ 6 r;^ 

o ) ^^1-^^fiR9^^RlO^_^^^ oT _ (CH2)nX(CH2)m _ ^ XJ4 

, CRHR12 ^ RH^^R^ii^tt^^^^^XiiCLer;^ 

o ) ) , NR13 C*-t>. Rl3 {±> **«*Xi± Cl ^T>M^* ( 

iCi_ 6 7;V^r;H(±, C6_ 18 TV->u*-Ctt*|ciK||3;*LTV»rt iv> 0 ) £ 
***-*o ) , 0XttS***U nftt, 1, 2X1*3 ***U m { 4, U 2 
Xtt3fct*t4^ n+mtt, 3, 4Xli5-C** 0 ) ifftt*. ) "Cft* 



ffiiE#2 003-3087424 



0' 



2002-236167 A ^^->f 



[If 9 ] if 3^ 1 ffifc<7) h n ytftfjL?- yvt?? —fti&ltftk 
[ff^ 1 0 ] If 3t^2 ffi^co j» n >,f^xf>vt^ -Ifs&ttftU * 
[ft 1 1 ] fflf^fcg 3 f fifcO b n > zKsfr 0 jl^ y i/ ^ y ^ - fgf^^ij ^ 
[If 1 2 ] if 3tri 4 f2f£co fn> > l^-tr 7°^ — ©te^k 

[If 1 3 ] if 5 IBfcO bn> sK^^c^- y v%.~f$ —fe'MYMU -5- 

^ L-C#^r1-^>jfiL/J^ii#^J 0 

[If ^ 1 4 ] If ^ 6 IB^O h n > ^'.x?- >i/^y^ -fg^bgij^ ^ 

[if i 5 ] if 7 ta^co bn> >i/t7°^ -fgtt'ffc^ik -e- 

[if ^ 16] ^i/^h^j}^^ (Bas ipetospora) J!S JK 1" & fft£ft * ±f 
*U ZVttmmfrtt (2) 
Kb 2] 



NC H 



£B§E#2 003-3087424 



jfig 2002-236167 ^ ^-v: 



[ffif^ 1 7 ] «&4fed*/^>^ hx^-x^t- (Basipetospora sp. 

WlXmi 8] fKffFERM P- 1 8 9 4 0 £ LT#ft£*L-CV>S 
«fc£*^>^b*#? • ^tf- (Basipetospora sp.) No. 114 

[0 0 0 1] 

t«i:i»n4©?*4o *^^{±M£{^jflL#« > g^migm. urn. 

3(Mlft«)MJIMttfiaiU JfluMRfll^M^U^ »fls«***v»f±jL«n& 
[0 0 0 2] 

-t^LTfluiMMiMa, g»aBuiE». ummnmvfr^ mmzmm-tzz 

£fcri*$^£*L (Microvasc Res 1999 :58, 108-113, Circ Res 1999:84,785-796 

. Biood 2001:98,713) , m.mm±m&*mbmmt, ^jkm^^vmm^t 

•i>*Mft ZtLX^&o t X \z h n > tftf ^ y f 9 - £ -fr L T jfluMRjgfe 
0- 7 2 4 9 2-^-<2rfg (W096/40750) N W096/40189, W098/25965^tCffi«5^ h n 



ttlE# 2003-3087424 



QW. 2002-236167 ^ ^ 

1) tt^SS^J: 19 fflSStiTv** 1 , 4-^>V^T-lftr>il##: (#5S^z 1 1 
- 1 4 7 7#2rgU #PS¥ 1 1 - 1 5 2 2 7 

2) ^HiySU OtBM^tLTV^^^a^^^ W001-07423-t&O f W001 
-53267-^- 

3) tf_^ A (Smithkline Beecham Corp) «£ ffiIg£*LT 
v^#^oa^|fl<Zr#, WOOO-35446-^-, WOOO-66112^ WOOl-34585^-. W001-1 
7349"5§\ WOOl-39773^-, W0-01-21180^OTf001-89457-t 

4) Mmm&*. vmmztix v** ^2001-97948 

^^-r frxftm, rwf-vmmftm (#i¥o 7-6 9 8 8 

3 ^m.) > trtM»J (#HS^p 02-304058 -^2f#ILRtf#HR2 0 4- 1 8 
2 4 2 7 , (W0 2-4 0 3 2 4#<2rfR) „ 

[0 0 0 3] 

[nwa**?* Lx^t-tz mm] 

[0 0 0 4] 



fctJ!E# 2003-3087424 



0 0 2- 2 3 6 1 6 7 ^ ^-v 

M1-^>^iJi: ^ *9 9 Zi&ft^tt&msmt fixate* 
[0 0 0 5] 

[0 0 0 6] 

sp*>. (i) 

[0 0 0 7] 

lit 3] 




[0 0 0 8] 

D**, Ri£tfR3tt**t^*L»:£fc, S0 3 H, Ci_ 6 t;v^;^ Ci 

_6 T ;v # ;i/ * )V KMX it C 6 _i8 7 V - /u ii )V ju& (mc^T 

^ 7KBft2k C 2 _6T;^>--;^ Ci_e7 Ci_ 6 7;Vrr*y#;w-K 

N 2-77-;«, 3-77^1, 2-f^~;^ 3-7^-;^ (S?c 6 _ 
isT';-;v*, 4-tfvv;v^ 2-77^ 

2-7^-;i/ft£i^3-7^~;vSte > ^ny>j|^ 



tBf£# 2003-3087424 




2002-236167 



R9^^RlO^-^^^oT-(CH2) n X(CH 2 ) m - Hi, CRHR12 (5^ 

R 13 Rl3(±, *fffXttC M r^^* (KCi^TA^/Ufctt, c 

6-18T i ;-^Ttt*jciKft$*LTV^Tt J:v» 0 ) 4 0 ) , oXfiS* 

«*U ntt, 1, 2Xt±3«r3tt*U mil, 1. 2X14 3 n + 

m^. 3, 4Xfi5-C&& 0 ) ) Ttt*»CflHfe$ fiX^X 4 v> 0 

) *«*U R2xtTR4tt^f LWBcfct -^ 7Km^X(4Ci_ 6 T;vn 

n>##^>l^*^^^ft^#^^jjU! . ft* . 
**©-C*9, X> lhn>^if>^^. Sttm f©rnK?y^ 

JflUM^#5«fcHi«to-T?*0. X, ^>^*#? (Basipetospora) JRjc 

U ^-OlSSIjK^c,^ (2) 

[0 0 0 9] 

[ft 4] 



[0 0 10] 

R5XtfR7|4**L«i4ft:fi:fc, XI4**/U***ftu R6 

X> SKffFERM P-l 8 9 4 0 k LT»K«ftTV^«4ft/t^ 




mfiE# 2003-3087424 



2 002-236167 



h**°:7 • Jc^e- (Basipetospora sp.) No. .1 1 4 2^tCgB1"^ &tf)-e& 

O 

[0 0 11] 

[flw^i&olJll] 

[0 0 12] 

ft> #S&W* TnJ \,±;)V^)v* TiJ fi^v£ TsJ {i-tr#>^»;-£ ftj ii 
>-Y';-£ TcJ imn^ ToJ ii^;i.h£ fmj TpJ 

[0 0 13] 

o 

[0 0 14] 

Ci-eTWiHTii, ail, ^3l(i^(7)^^^^-^T-v^T^) J: < 

. s-7^;k t-7*?-;K c-r^-;v. l-^^;u- c -^n 2-^ ^)V- c -?u 
> n-^;/^;K l-^^;v_ n -r^^ N 2-^ ^-n-r^;K 3-^^;V- n -^;K 1 
^-v^^-n-^ntf;^ l,2-v^^-;^-n--7°nt 0 ;K 2, 2-^^ ^;^- n -7°n tf;i/ 

, 3-^^;^-c-7^;K l,2-vV^^- c -y°nt°;K 2, 3-v^ ^;i/- c -7°n 1 

, 2-.*^;V-n-^>^;K 3-^;i/- n -^>?-;K 4-^;V- n -^>^-;K 1, l->? 
^;k-n-r^;K l,2-S^^;V- n -:7^;K 1, 3->>^^-n-^;K 2,2-^ 

2-^^;V-n--7^;K l, i, 2 - > V * f^-n-^n fe?;K l,2,2-f'J^f;i/ 

, c-^^vjk l-^;i/-c-^>-^;K 2-p<?-^-c-^?-;k 3-^ f-;w c -^> 
i-^^-;v_c-^^ N 2-^f-^-c-r^;v. 3-^;v- c -r^;K 1,2-S^ 



ttifE#2 003-3087424 



^|M2 0 0 2 -2 3 6 1 6 7 ^ ^ V ■ 

;V-c-ynif;K 1,2,2- b^f^n^ 1,2,3-h ^f^D^ 
[0 0 15] 

l-^;V-n-^;v*;w^; K 2-^;v_ n -^-,i,#;^; K 3-* 
^;V-n-^;^;w^; K 1, 1-^ f^^n t?*#,^; K i.^^j, 

DlfWH -^ c-^*****-^ l-*^-c-^-;l,#;v*-; K 2- 
^;i,-c-:^*;i^;K 3-^;V- c -^;v#,i^; K l,2-i^;V- c - 

4-^;V- n -^>^;u*;i^;K 1, 1-^ ^- n -7^;v# 
1,^5;^^^*^-^ l,3-^^f-;p- n -^;P*;V^ 
;K 2,2-S^;V- n -^;v#;i,*-;K 2,3-y^;>- n -yf 3, 
3-i^^- n -:/^#;^;K l-^;V-n-:/^#;v*-- ; K 2-^^-n- 

^-^DfWW^, l-^^^-l-^^;V-n-^ntf;^;w^; K 1-^ 

2-^;P- c -^>^*;w*-; K 3-***^>***;M? 
-;K 1-^;U-c-:/^#;w*-; K 2-^,v_ c _^ ;I ^ ; ^ ;K 3 _^ ;l/ 



tfiiiE# 2003-3087424 



2 002-236167 A 



m 

1, 2, 2- h i; * T-^-c-T-n - ^ lp 2> 3 _ MJ ^ ^^_ rn ^ 

2,2,3-hV^^;V-c-^nif;V^;^-; K l-x^;^-^;^.^ If 

[0 0 16] 

7 * * > h y a,*^*,^ 3-7xt>hv 4 -7 * * > h ij 

[0 0 17] 

= 3-^>T--;«, W^A*. 5-^>^;^ 6->f^ 

7— f^=A^ a-i-y^;um, fi-^y^iu^ l-^h^tKn 
7-7^^ 2-ff7tKnt7«, 5-tl>7tFnt7f^ 6- 

A* l-T>HjA*fc 2-7>M;;i^ 9-7>M;;^ l-7xt>h';** 



tBiE#2 003-3087424 



m 



12002-236167 A ^-v : l 



[0 0 18] 
[0 0 19] 

< N l- 7 °n^^;K 2--7°tt^-;K l-^fW-xf-iK l-"7'x^ 

;K 2-rr-;v, 2-^ ^^-l-'/n^^^ 2-^f^-2-yn^-;p 

, \-jl^-)Vju^^)V, l-J.^-)l>-\-y°us<—)V s l-^^;l/-2-7°n^^;^ 
•r-;^ 2-^>-r~;K 3-^>t-^;k 4-^-r^;K l-n-7°n ^Kf ^ ;K 
l-^^;i/-l-y-r-^, 1-^;i-2~-7t-^;k ^-)V-3-y^-)V, 2-^)V- 

3-^^;u-i-y-r-;K 3-^ f;v-2-7f-;v, ;v-3-rr^;w 1,1 

, \,2-V^.^-)V-2-y°u^=.)V s l- c -^T-)K 2-c-^>-x-;K 3-c-^ 
•f-;K 2-^*>fe^;K 3-^*-fe^;K 4-^*-b-;K 

~;K l-^^-)V-\-^y^=.)V, \-^^-)V-2~^<y7-^)V, l-^^-;w-3-^>7=-- 
;K 1-^;1/-4-^>x-;K l-n-r^-^Jc^^;!/, 2-^ f ^-l-zo-f-^ 2- 
^;V-2-^-r-;K 2-^^-;^-3-^^^^;k 2-^^-;u-4-^>'7 : -^;K 2-n- 
yne;v-2-7o^-;K 3-p< f-;w-i-^>x-;K 3-^^;v-2-^>x-;^, 3- 
^;K- 3 _^>^- ;K 3-^^;w4-^>x-;k 3-j^;i/-3-77=--;k 4-^^- 
;v_l_^^-; K 4-^;i-2-^x-;K 4-^^-;1/-3-^>t-~;k 4-^f-;v- 
4-^^f-;K 1,1-v^^;^-2-7V^;k 1,1-^^;v-3-:tx-;K 
T-^-l-y-r-fr, i,2-^^f;v-2-yf-;K 1,2-^^;v-3-7t--;k 
^-)V-2-^)V-2-yu^-)V^ l,3-v^-^;U-l-7^^;V 
, 1,3-vV^;v-2-:tt-^;k l,3-yVf^-3-7-r-;K l-i-^;^^ - ;^ 
2,2-vV^;l/-3-yr-;K 2,3-^ ^-l-^r-^K 2 , 3-iM f;i/-2-7'f- 
>K 2,3-v^;V-3-7*t--;K 2-i-7°n fcf;V-2-7 0 n^;K 3,3-v^^;V-l- 
7*x-;K l-i^-i-r-r^K I-^^-^t--;^ 1-^-^;w3-7't--^ 



thSE# 2003-3087424 



^|H2 0 0 2 - 2 3 6 1 6 7 ^ 

-/K 2-^^- 2 -^t-^;k 2-^;v. 3 -:/^,k U,2-hV^ W n 

^-3-c-^^x-;K 2-^*-4_c-^:r-, K 2--* ^-5-c-^7^;K 2- 
3-^;k 3 -c-^^;k 3-^;v_4- c -^^,k 3-^;v- 5 -c-^t-1 

[0 0 2 0] 

<, ^+y, X ^^A i-yn^y, o-rn#*s<\ n .y h 

1- ^h+y, s-7f^y, t-^h*^ c-rb^y, Wf^^n# 

2- ^^;i/- c --7 p n^^v, n-^>^;v**v, 2-> 

^;V-n-/D^ y> ^-y^^n-yn*^^ W^n#*^ c 
2-xf^.y D *>y N n-^y;V^y. l-^*-n--^ 

-^f^-n-7f^y, 2,2-^f^ n -7'^y, 2,3-^^- n -7h^yi 
U-y^^-n-T-Ky, l-^;v_ n _ r h 2-^^- n -^*^ lflf2 
-fV^^-n-yn^y, U^-h^f^n-T-n^y, i-oi^^-l-^ 
jV ' n ' /D ^^ l-xf;w2-^; N .y D ^4y, c-^* 
^-c-^?-***^ 2-^;i^-^^**^ 3 -^;V-c-^>^* 
l-^;^^^ 2 -xf^ c _ n4yi 3-xf^-c-n^y, 1,2 



tblE#2 003-3087424 



■0- 



2 002-236167 



-^fjV-c-rh^y, ^-^^-c-rf^y^ 
2,3^^;^-7>#y, 

l-n-ynf^-yn^y, 2-n-7'n tf,v_ c -:/n*°* 1-i-^n tf;V- c 

[0 0 2 1] 

ci-er^^y^^viatit an; mttiftotom 

■CV»T*J:< % ^^ry*;Kf-;K xh*^^ n^n,f^> A ; hf 

;K i-7^y^V^; K s-7f+y*;v^; K t-7^^y^Kfz; K c _ 
rh+y*^-;K l-^^c-7"D*^y^v /f -; K 2-**-*-c-yn#* 

f^-n-yn^^y^v^-^ U-y^;V- n -yn*'+y*;Kfz;K 2,2- v 
3-^;V-c-^+y*;V^; K 

->K U-y^JV-c-T'O^y^V^-^ l-Xf^c^n.f^y^,,^- 

l-yVf^n-yKy*;v^^ U-y^;V- n -rf^yA ;1//f - jK 1§ 3 _ 
^f^-n-rKy^v^^ 2,2-^^;V-n-yh*y^^-; K 2 ,3-^ 

-/n^^y^;V^-; K 1,2,2- h ^f^n^y^Wfx^ 



tBiE# 2003-3087424 



200 2,-236167 A 14/ 



;K c-^^ry;^^y*;^^;K 1~^;w c -^>^;i^^v#;v**-;k 2- 
^ ;v-c-^ > ^ * * ;v ;k 3-* *f- ;i/-c-^ >f ;vt^y*;v^- ;k 
V * i/U )V7$~)v, 2-^)i/- c -7 fry*-*- ;K 3-j^;v- c 

-/f^ry*;wf^;K l,2-v^^;v- c -r h ^y*;wf- ;k 1,3-v^ f-;v-c- 
■/ h * fi )V /k 2, 2-y ^ ;i/- c -r b * v * ;v ;k 2, 3-i? ^ ^ ;v-c- 7 

2,4-v^;i/-c-7*b^#;v*}^;K 3,3-y^f^-c-y> 

* v * ;V ^- ;V\ i_n- n tf )V- C - /n^y* ;V s}?— ;l/ , 2-n- 7° n fc? ;V- C - 7° n 
*J^>#;i/sK-;K e^D^i/#^#-ji/, 2-i-^n n°;i/- c -7 p 
n v# ;p^-;k 1, 2, 2-b'J> •f-;u-c-?*n jK^- 1, 2, 3- h 'J 
^ 7~)V-c-7°u tf* v # 2, 2, f;v-c-7*n^^y # ;k 

* ;V jjf - 2-^3- )V-2-^ ^)U-c-7°U v % )U^-)PRXf2-^)V-3-^ *f- 

[0 0 2 2] 

, 2— xxf;vj> /^^■;^s.u f 2 - (i-tf^v>v) 

[0 0 2 3] 
[0 0 2 4] 

[0 0 2 5] 



aiiE# 2003-3087424 



12 0 0 2 - 2 3 6 1 6 7 ^ ^-S? 

1) Ri^^Rs^tt-etatetc, so 3 h. c^t**^ Ci _ 6 t 

m$*iTV>T&£v> 0 ) T*&&5S; (l) TgE£*LMt^tfo 
[0 0 2 6] 

2) Rl^^RS^tL^tetc, tK^^ S0 3 H. Ci_ 6 T;i^;i^ Cl _ 6 T 

. 6 T;v^j^;i'>f-«^c 6 . 18 rv-;^;v^jH(i, nr9r10 (^4, 
. R 9 ^^RlO{i^tt^tL3f$3zl^7X^^L<(iCi_ 6 T;v^;vS (| Cl . 6 7 
c 6 -i8TV-^*-cttiftj=iiifc$*LTv»Tt iv» 0 ) 

Xi±R9^^RlO^-^ t c^oT-(CH 2 ) n X(CH2) m - (5**, X(±, CR11R12 

»K R 11 ^^Ri2|i^-tL^tL^SiiC7lc^^X^c 1 _ 6 T;v^;v^ (mc^t^ 

, NR13 (5^ R 13 {i> TK^^XtiC^eT^^r;^ (1£ C i_ 6 T 
> C 6 -i8T';-;v*^ft^^Sm$tLTV^T^ iv^ 0 ) ^>o ) , OXii 

S**i*U n(i, 1, 2X14 3 **BfcU mil, 1, 2Xli3t«(*t4^ 
n+mfi, 3, 4X»±5-C** 0 ) „ ) "C«*K:«ft$*LTV»T* J: 

v^o ) X»$>2>£: (1) T?a$tL4>fb^ 0 
[0 0 2 7] 

3) Rl&tfRS^tL^ti®^ 7K**^XliCi^T>U*^*-C**a; (1 

[0 0 2 8] 

4) R ^ItZfR \Z , **flC^Xtt^^^*7?*D, R2&^R4^ 

[0 0 2 9] 

5) rz^tk^-^t^^^ (1) xm-ztizit&mxizi) , 2) % 3) 5gL 

[0 0 3 0] 

6) RHsj<Lm^"e$>2> 5) ilfBfcO-fb^o 




tBSE#2 003-3087424 



^p«2 0 0 2-2 3 6 1 6 7 ^ v : 1 

[0 0 3 1] 

7) Rl, R2, RSXVR^JftTK^jlft^fc^^sfls^ 
Rl=H. R2=OH. R3= H> R4=OH 
Rl=CH 3 . R2=OCH 3 , R3=cH 3 , R4=0CH 3 
Rl=H, R2=OCH 3 , r3= H . R4=OCH 3 
Rl=CH 3 , R2=OH, R3=CH 3 , R4=OH 
Rl = H. R2=H, R3=H. R4=OH 

Rl=CH 3 , R2=H, r3=ch 3 , r4= 0 CH 3 

Rl=CH 3 , R2=H, R 3=CH 3 , r4= 0 H 

Rl=H, R2=H, R3=H, r4= H 

Rl=CH 3 , R2=H, R3=CH 3 , r4= H 

Rl = H, R2=H, r3=ch 3 , r4= H 

Rl=CH 3> R2=H, R3=S0 3 H. R4=h 

[0 0 3 2] 

8) Rl, R2 R3&VR*&&T\zm+&*&t>it'l*i > &{t<&»lo 
Rl=H, R2=H, R3=H. r4= H 

Rl=CH 3 . r2= H , R3=CH 3 , r4= H 

Rl= H> R2= H , R 3=CH 3 . R4=H 

Rl=CH 3 , r2= H , R3=S0 3 H, r4= H 

[0 0 3 3] 

9 ) R 2 ^O f R4^tC7jcm*T*2b^^iiR2^ 7 Km*T*R4^ 7 [cm^-e^ t) , 
[0 0 3 4] 

*-cr4*«**ir^*o, RiRVRHtjtizci-er^jmT^zx (1) x* 

[0 0 3 5] 

1 1) R 2 Rv*RHmz*mj%*x~$>t). Ri^^R3^ tc% 7kmm*. so 3 h. 

C i_6 T )\< * C i_ 6 7 )V * )V ti )V # „ )vmjL it C 6 _ 18 T V - )V * )V 



ffitE# 2003-3087424 



2002-236167 



(W.Ci-§T)V*c)V^ C i_ 6 T ;v tj ;u <^ C 6 _ 18 T y - ;l/ 7} ;u # - 

6 7;V3 + y*;wf-;H, C 6 _i 8 7'J-^ 2-tfv^;^ 3-fc?';^ 
4-ei;v;l/^ 2-79-^*, 3-77^i, 2~^^-)V^ 3- 

^-^S (t£c 6 _ 18 r 2 - e v;i^ s-tfye;^ 4-ey 

NR9R10 (5^ R»XVRlO»i^^n«ffiK:**«[^L<ttC 1 ^T^ 

o ) **"*^*^X*iR9XtrRlO*t-» t c&oT-(CH2)nX(CH2) ar (5£*, Xtt 
. CRHR12 R 11 ^^Rl2ii^tt^tetc 7 K^^XiiC I _ 6 T;i,^ 

o ) ) , NR13 (5^ R 13' tt , tK*«^X*4Ci^T^*^* ( 

tCi_ 6 7;^^(i, C6-l8TU-^*T?tt*K11*$iLrv»T* iv» c ) * 
„ ) , 0XttS***U nli, 1, 2X{i3^t*U mtt , 2 
Xf*3 n+mte, 3, 4Xl±5T-$>%> 0 ) & 0 ) Tfcft 

fc«***LTV»TfeJ:v\, ) T**^ (1) T^£*LMfc^o 
[0 0 3 6] 

12) RZaVR^^^JK^T?**), R^f^*-**^ R3^ ^ mm 
^ SO3H, C^T;^;^ C 1 . 6 7J^;v*;v^^x(iC 6 _ 18 7'J-;^ 

ad^, 7 X^. C2- 6 T/U*--/uak Ci_ 6 T^n^ 
Ci^T^a*****^*^ C 6 . 18 7y-;^ 2-t°Vv;«, 3 
-ifVv;^ 2-77-^S, 3-7 7-;^ 2-^^ 

(fc 6 . 18 7V-;vi, 2 -^i;v;v^ 3-ify y/u* 

, 4-tf'Jy>i, 2-77^i, 3-7?-^ 2 - 
V\> ) XfiNR9 R 10 ^RZfRlO l ±^ tL ^^ z ^ mm ^ L<iic 



ffiIE#2 003-3087424 



012 0 0 2 -2 3 6 1 6 7 ^ ^-v : 

X«±. CRHR12 (5^ RllXlfRl2 ttfW ^ | ^ firaJCi _ 6 
T***» (KC^T/Hr/I^tt, C 6 _ 18 T';-;^T^ 1 C®^$^ltv,T 
* ) ) . NR13 R 13 { ^ **«^Xl*Ci^T^ 

o ) **l*« 0 ) , 0XI4S*ft*U nl4, 1, 2X14 3 ***U mtt, 
1> 2X14 3***"*-*^ n+m{4, 3, 4X»4 5T*4 0 ) „ ) 

.T?«*K«ft**fCV»T*J:v> 0 ) (i) -C«$*t*-ffc^ 0 

[0 0 3 7] 

ffSLv^s* (2) IT W^^-So 

[0 0 3 8] 

13) R5, R 6, R7RVRS&&rK^m.**t>tt*&{£&ko 
r5=h, R6=OH, r7= H , R8=0H 
R5=CH 3 , R6=OCH 3 . R7=CH 3> R8=0CH 3 
r5= H , R6=OCH 3 . r7= H . R8=OCH 3 
R5=CH 3 , R6=OH. R7=CH 3 , r8= 0 H 
R 5 =H, r6= H , r7 =H , r8= 0H 

R 5 =CH 3 , r6= H , R7=CH 3 , R8=0CH 3 

R 5 =CH 3 , r6 = H , R7=CH 3 , R8=0H 

r5= H , r6= H> r7= Hn r8= H 

R 5 =CH 3 , r6= H , R7=CH 3 , r8= H 

R5= H , r6= H , R7=CH 3 , r8= H 

[0 0 3 9] 

14) R5, r6, R^RXfRH^XT\Z^m.^^X^^t^m o 
R5=h, r6 =H , R7=h, r8= H 
R5=CH 3 , R6=h, R 7=cH 3 . r8= H 

R5=H, r6= H , R7=CH 3 , r8= H 

[0 0 4 0] 

1 5) rs, R 6, R^RH^XT\zm-rm.^t>^xh^it^mo 
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2002-236167 A : 



R5=CH 3 , r6= H , R7=CH 3 . r8 =H 

r5= H , r6= H , R7=CH 3 , r8= H 

[0 0 4 1] 

* * £ ft t> tV*tih <oWL&® t *3&9! ©*H fc* 
[0 0 4 2] 

a ft if) , r**M;±»a* #;^>*Afta , t>*-*a 

[0 0 4 3] 

«**jWRi-*^ife*J:aWI1-*^tttt, Design of Prodrug(Elsev - e 

r, Amsterdam I965)fcB*$*LTV>* 0 **W<&*6\ 

* ©ft** *3 ft T v ^?>f Ki fc (i t^^^tc 

K ? v t?b LTttfcffi ^7y^ + vt trii-OCOC^. -0C0 (t-Bu) , -0C0C 
15%, -0C0(m-C0 2 Na-Ph), -0C0CH 2 CH 2 C0 2 Na, -0C0CH(NH 2 )CH 3 , -0C0CH 2 N(CH 3 ) 2 



aifjE# 2003-3087424 



2002-236167 ^ 

LT#fc#* tv>T^ Ki: Ltli, -NHCO(CH 2 )2oOCH 3 , -NHC0CH( 
NH 2 )CH 3 m s $>lf htl&o 

[0 0 4 4] 

mmm^mr^u mmk m&m, mmm, mmm, urnm. 
™**nmsm**m>t*z tins*, mummm, *mtzi*M&mm 

mmm ktk t tz it a *o Ms & mmxmm-r «K9>f^nyrtLrttstfC4 

»J 4r *tr £ i> s X i * 0 & «£>ttffi*ij L T 5Ct ^ § 

*«, *teWtt***j», ?*i;>J», v^nrf-;^ $n;.fennf 

[0 0 4 5] 

fcSfr**#M#*A©»*\ «P«I** v^±auirtja#-e t i o . i ~ i o 0 0 m 
S/fcJVBM, O5mg~5OOmg/tf/0gtf^ o £*t 



ffiSE# 2003-3087424 



2002-236167 M ^- *j 



[0 0 4 6] 

vfa'mffi'j>zmmm<vmm*^mz#mT-$>z> 0 z<dx^ *m&t Lxatz 
^ r vmmm&m ssa.^mm^\ $> & wtmimmm.^ &x § 

[0 0 4 7] 
[0 0 4 8] 

5* (2) ;^f^f7 (Basipetospora) 

[0 0 4 9] 

*»Wfc#v»&*L*/t^./<f*#9 (Basipetospora) JKIcjR-f ftflt&ttfc L 
[0 0 5 0] 

^v^h**°9 (Basipetospora) JKfcJR-rs«&i»«O0£ Lw0ff£: Ltli, 



ffilE# 2003-3087424 



2 002-236167 A 



/^v^h^^V • jc* If- (Basipetospora sp.) t<li 
, /^1>X^7 • Mlf- (Basipetospora sp.) No. 114 2*fc&*$£U'£> 

[0 0 5 1 ] 

^S^h*^ • xxk°- (Basipetospora sp.) No. 114 2^f^W 
[0 0 5 2] 

1. ^aJ&ttfcfctfa&iMfcjR 

2 5t, 7 B||««l$(!)it 

3 7t:-eo^w _ 

3n --^> : 7-4 2 cm, fife^R, 

[0 0 5 3] 

2 . SSfifcifcT £ if %> MB^m. 

m & '• *B 1 ~ 5 ^ m> tefe, ¥ri^U£, PIM^f 

: 

// m 

[0 0 5 4] 

^^m^mzm^^mummt^m^m^tz^ No . 1142^ 

->^hX#9 (Basipetospora) *fcJR-*-*-W*fcfcRl5£U 

• Mtf-No. 1 1 4 2*M**Lfc„ *W»«i«a:firKfeAjg* 

2f^tl4l4f t9 9 0f (FERM P - 1 8 9 4 0 ) t LX^wt 



mtE# 2003-3087424 



2002-236167 



[0 0 5 5] 

• -x*t?- (Basipetospora sp.) No. 114 2*Mi, -ffeo 
*«W»=Ji?>*L*J:^»c*otttt«fl:L^v> 0 No. 114 2fo<D 

Ml**^t*ot^ ^rt>>y'J>X ; ty^f;Vx-7;v (R5 =H, R 
6 =H, R7 = CH 3 , R» -ffCfcfcft**) ^t^byT/X^^x^^v ( 
R 5 =CH 3> R6 =H , R7=CH 3 , R» -ffCfc-Mfe**) feOli^T** 

[0 0 5 6] 

(Basipetospora) JRfcJR?- *«^»Oi§«^jfetcov»TBiW 

[0 0 5 7] 

*»WHJ:^ (2) ^ZtLZ{£iM*m&+*Mi. t-fW<hX#? 
(Basipetospora) S«^Sr^f«itf t?lg^s 0 fSgtLtii, ^ 

Itltttfi, l*3^*.X, BHS-x**, rr->.^^- 

im^^xiax.^ £ t § %> ^ ( 2 ) t^es*l* 

[0 0 5 8] 

S#t*aLTV»4 0 ^#za^fi2 0-2 8t\ «*OpH»45. 0-8.- OK 

mncfc^LK tt*i*mttjre8~i eHuwaet^t, * (2) 



mtE# 2003-3087424 



2 002-236167 



[0 0 5 9] 

^ (2) ^^^^,^%(7)^|.^^ lC ov>T^i-^ 0 
[0 0 6 0] 

.*W3**l*o -*-fc*>^ ttEEft*. ^xf; K 
77 4-^ -lr77f7nLH-2 0^1W^D7h^7^, 

< LT#ibtL^ (2) «**L*<ffrMfr©$-^ lo^f^IftfWttf 
[0 0 6 1] 

+t>fyr/x^;^^7;v (r5 =h , R 6 =h> r? =ch ^ R 8 =H -e$> 



l • fr^-S. : 3 o 2 

2 . &j£g£ :Ci 9 H 14 N20 2 

3. t$#c, : ftfe$Nfftfe£o 

8 (ppm) : 7. 7 9 (2H, d) , 7. 7 2 (2H, d) , 7. 0 2 (2H, 
d) , 7. 01 (1H, s) , 6. 87 (1H, s) , 6. 86 (2H, d) , 
3. 8 5 (3H, s)- 

5.13 C*mX&mx<*9 I i^D^^^^L^iW^I 



ffifiE# 2003-3087424 




12002-236167 



a dp) 148. 0, 114. 1, 115. 2, 115. 6, 116. 1, 1 



6 1. 4, 1 7 3. 4, 1 7 3. 5 

6. (EI-MS) m/ z = 3 0 2 (M + ) 

[0 0 6 2] 

^tnv'j>X^^x^ (R5=CH 3 , R6 =h , R7 =C h 3 . r8 =h ^ 
i . frf-M : 3 i 6 

2 . : C20H1 6N 2 0 2 

3. : m^it^^co^tt^® 

* (ppm) : 7. 7 9 (4H, d) , 7. 0 2 (2 H, d) , 6. 9 8 (4H, 
d) , 3. 8 7 (6 H, s) 

* (ppm) 15 5. 5, 1 1 4. 5, 1 1 6. 3, 1 2 4. 9, 1 2 7. 5, 1 
31. 8, 16 1. 2, 173. 3 

6. TAXI*}.*: (EI-MS) m/ Z = 316 (M + ) 
[0 0 6 3] 



[0 0 6 4] 
[0 0 6 5] 



2 3. 6, 1 2 6. 9, 1 2 7. 7, 1 3 1. 4, 



13 1. 7, 15 9. 8, 1 
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12 002-236167 ^ ^-^ 

[0 0 6 6] 

R 1 =H, R2 =h, R3 =H> r4 =HT^Mt^ (^f^y.j > X ) ii N Peni 
cillium notatum^Penici Ilium Chrysogenun^OflK^Sr^v^ i £ J; 

^^^^ (GB 89849 ^ Antibiotics Ann (1957) Volume Date 1956-57 
140-3p&tfDE 1123087#) 0 

[0 0 6 7] 

R 2 =H, R2 =H , r3 =C h 3> R4 -H-cfcstofrfc (+t>byij>X^^f 
Dichotomomyces albus^O^^^-^v^ d i \) jg^-f-^ 

ZttfTZZ (J. Antibiotics 21, 582-587 (1968), J. Antibiotics 21 587-591 
(1968)) o 

[0 0 6 8] 

Rl=CH 3 , r2 =H , R3=CH 3 . R* =ET«&Zft&® (^hy^X^f 
>^t)V) R^Rl =C2 H 5 , R2 =H, R3 =C2 H 5 . R4 ftOM (^y 

h'/T/X^xf^^) (±> Aspergi llus.sp. (Strain No. 208 t/cfiNo. 98 
)fW^v^aCJ:^I t ^ U . t ^ (J.Antibiotics 21(12)6 
71-679(1968)) 0 

[0 0 6 9] 

R 1 =H, R2 =0H, R3 =H> r4 Jtt&zft&to YisV >Yl) RXfRl 

=R\ R2 =0H , R3 =H> r4 =0H^^fc^ (^>b^V^Y2) 14, Penicil 

Hwnotati^O^**^*c:fcK:J:0«a+*ifc^i* (Chem. Ber 
105(9), 3061 (1972)) 0 

[0 0 7 0] 

Rl =C H 3 , R2 =H> r3 =S o 3 H, R4 -Hrfc-Mfrfr* (*t>h*/y>X^ 
*?-/l,.x*-. r^BSfc^T^) {^Aspergillus sp. (N6.FA2692)«0«fe»*Mv» 

(J.Antibiotics 46 687-688(1993)) 0 

[0 0 7 1] 
[0 0 7 2] 



ffiiE#2 003-3087424 



2 002-236167 



R 1 =CH 3 , R2 =H , R 4 =Hn rZ&ta,**^ 7;^;l/*;^f-;^Xfi7 

WrtLT, #^2 -3 0 4 0 5 8^-^fS«(7)^tc^oTM3t1-^ £ 
§ o 



[0 0 7 3] 



[ft 5 I 



MeO 



MeO 



h rsrc 



MeO 



aNC H 
zYa 



BrCH 2 C02Et 
>H KzCOj 



MeO 



MeO 




BrCH 2 Ph 
'OH K 2 C0 3 



MeO 



MeO 



MeO 



MeO 




H h: KJ^ 0H »< 2 C0 3 



ICH 2 C02Et 



XJCHjCHzF 



MeO 



MeO v 




MeO 



NC H 





[0 0 7 4] 
[0 0 7 5] 

R 2 =H, R4 =H , R^^RS^T^^^^^sK-^XiiTV-^*^^;!/ 
*"C*4fc** t i. ^t>h^V>XWi:U, Pharmazie 12, 567-580 (l 
957)fB*©#ifcfcfl£o r«fti-* CI t § * o 
[0 0 7 6] 



tbiE# 2003-3087424 




002-236167 



lit 6] 



HO. 




HO 




[0 0 7 7] 
[0 0 7 8] 

R2=H, R4 =h, Rl^RS^r^^^T^y^g^^tt^T^^^ST' 
[0 0 7 9] 



[0 0 8 0] 
[0 0 8 1] 

R 2 =H. R4 =h, Rl£tfR3#T/l'*/l'afc-e*&>ffc<^ R2^r;vn^->* 





ttlfE# 2003-3087424 



(g|li2 0 0 2-2 3 6 1 6 7 ^ 

>Fv^YaW>>y'j>Y2^t Lt, Chem Ber 105(9) 3061 ( 
1972)fB«c0^^oT^-r^, cl & 0 
[0 0 8 2] 

Kb 8] 




[0 0 8 3] 

BP"^ v7v*7;i^;i/£^>< hi/i; h->y >y 1 £0? 

[0 0 8 4] 

^w^^tci^M^^j: 55 (i) ^m.ztLZ>it&mr>*)%, ri =c 

H 3 , R2 =H, R3 =ch 3> r4 = ht^^>^# (^rtny^Xy7^x-f 
*) *mmiTZ>Zt%T^Z> (Angew Chem 74, 215 (1962), Chem Ber 98(1) 19 
3-201 (l965)^i^DE 1167332) 0 
[0 0 8 5] 



ffi!E#2 003-3087424 




[0 0 8 6] 
[0 0 8 7] 

ftj&M 1 

*0. 5%, #»;^h>o. 2%. 3-W-^i;*^o. 5%,) 100 
ml ^U 12 Ot:, 2 0W-f^W^IU: o ito'y^f^ 
*°7ll*No. 1142(7)ie^^MU 2 5°C, 14 0@^t4B 

W*H»«*ffofeo ±B«f*fcB-jiWoi|Mihi'; 

7f;i/^tUc5'J-yf;v§H^79^3 (18$, > ^ 

K#*jtU 2 5^ 14 0@g/^T»7HFIi@^«^To^ o *&***T^ # 

[0 0 8 8] 

-<^*M#£ 8 0 %T h >7fc 5 V y h 1 »£B L> «t ^ 

-9- > 0 . 5V y Y )\>>m}V$m h titzykm K-z^xZh KWtm*- 7-^0. 5V y 
h WZX 3 mttffi U *MJE^«I ItHfe^itftfl] 7 7 1 m g 

£t#£ 0 -*UCov>T*un*;i,A-^y-;i, (100:0-5) Zmmmm 
tlr&isvxyfrsru^hr^yj- (2. 5X2 8 cm) ^Hfv*. &mft*iik 



ffiSE#2 003-3087424 



jf^I 2002-236167 ^ ^- v : 31/ 



3 7mg) *rf#fc 0 
[0 0 8 9] 

;frv\ f Mtg B B JI F y'J >Xy^ f ^x-jiV^I/; 0&3 0mg 

) o ^^ttm^A^o^rfi. ^^^>-r^h> (3 : 1-3) &iiPB&& 

tir^^V^^^^u^h^yy j - (2. 5X2 8 cm) £^fv\ ^Hhfr^ 

ii?£@U b y'j vx-^y y^;v^-x;v&^tr^l£ii^ lmg) 

V\ H#.tt^t^H^K^-9-> b y'J >X^E7 ^ ^-;vjc-x;V^#/i G&lOmg 

) o 

[0 0 9 0] 

1) %hfrtz**fy hy'j >x^y^;^-7^<7)g4b^#ji£5? : 

1 . : 3 0 2 

2 . : Ci 9H14N2O2 

3. & : ^ft^^co^tttj® 

^^h;v<50^v-7b (<Mfi) JJ^TCSto 

(5 (ppm) : 7. 79 (2H, d), 7. 72 (2H, d), 7. 02 (2H, 
d) , 7. 0 1 (1H, s) , 6. 8 7 (1H, s) , 6. 8 6 (2H, d) , 3 
. 8 5 (3 H, s) 

5 . 1 3 C mMM&m* ^f;i/:l^na^Aff> L tzMmmffiM&m 

8 (ppm) : 48. 0, 114. 1, 115. 2, 115. 6, 116. 1, 1 
23. 6, 126. 9, 127. 7, 131. 4, 131. 7, 159. 8, 1 
61. 4, 173. 4, 173. 5 

6. (EI -MS) m/z = 3 0 2 (M + ) 

[0 0 9 1] 



tBII# 2003-3087424 



12 002-236167 £ ^-^ 

1 . ^f-i : 3 1 6 

2 . &J&5£ :C2QHi 6 N202 

3. tfctfU <fe : n^ff-^^^^^g 

* (ppm) : 7. 7 9 (4H, d) , 7. 0 2 (2H, d) , 6. 9 8 (4H, 
d) , 3. 8 7 (6H, s) 

5.i3 cmm*mx<*9 : m?uu* } pA^ m ^ Lfz ^ mmm ^ m 

* (ppm) : 5 5. 5, 1 1 4. 5, 1 1 6. 3, 1 2 4. 9, 1 2 7. 5, 1 
3 1. 8, 16 1. 2, 173. 3 

S.v^/^mv: (EI-MS) m/z = 3 1 6 (M+) 
[0 0 9 2] 

KKffl hn:/##.x*-> (TP0) |B^ttjBiMi|soJi«[««ett 
[0 0 9 3] 

(1) ubiss^* 

TPO) Hr7^-J&*te*, I* h fijfil^|fflJ|^UT7/EP0-m p 1 *tfv»T«eLfc 
o «W*UT7/EP0-mp 1 fi/J^02f& (j. Biol. C h em, 2 7 2 :7 
2 5 9-7 2 6 3 (1 9 9 7)) iz X *) s cytomegalovirus yn-e- 9 ~-fjHJ#p T 
{:t^hn^xf-^ W ^ (c-mp 1) »S*l»n^^tK 
^e««*UT7/EP0 ^AL^fiiij^^^ bn^xf 

**->fc:£«Ftt**s&v\, ±m2m<DMmn o%*mn (TRACE SCIENTIFI 

0 **trim** (GIBC0) C0 2 -f (5%C0 2 , 3 7 °C) 

[0 0 9 4] 

(2) MTO^J:^#«±i^o$!l^ 
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±mm<ttmmmm £pbst 2 0^^. ihji^j^ 6 x 1 0 4 m/mi tz&xi 
k 1 0 %*mnz^t?iwMtgmzMim u t^mmm 100^1 zmm^mm 9 

(CORNING) K#L£ 0 mm)MS0^izmMLfz^> ^ ~> 

';>-X-=Ey^^;^-^;i,^i 0%^jfiLvt^^-trIMDM^^-Cl 0 Ote^fRL*: 

±K«M^^^2 0/z l-f-omuLtzo MaMM^O^ 
V*^-^- (5%C0 2 ^ 37V) ^i:t4BF^tL/:o««i^v 
^h<Djjfe (J . Immunological Methods, 65:5 
5-6 3 (1 9 8 3)) izmCxm^LtZo &ftK10ju 1 05m 

g/ml mmm (SIGMA) Sr^jjnL. 3 7°CtCT4BtP^niaL^o tkJ&Ltz* 
)U-^f>&m*&?:mfz *) 1 5 0^ lo^fy/n^v-^/O. 1N-HCH#$[ 
^r^»L7tm. 9 6^t^-f ^nyi— H;-^- (BIO-RAD, M450) £Jfv>T 
5 5 0 nm<D®.ltm*WmLtz 0 UT7/EP0-m p 1 lfflM^fflV^zB#^^^IU 1 \z 

^tz^O^^m 2 KtfLTzo 
[0 0 9 5] 

^/^-y^tMEMttlr, /hfe^^fe (Blood, 87:4552-456 
0 (1 9 9 6) ) Kij&CTM^Lfco t h SjflL^ / «^UT7/EP0-m p 1 ^PBS^ 
3 Mffimk, *fflfl»^9 X 1 0 5 j@/ m i tttZX^KlO %^jfiirt (TRACE S 
cientific) *&trwmm (GIBCO) fc«j*U C0 2 ^>*^-?- (5%C0 2 

, 3 7°o ^>kxi smm^mLtzo ^mmmmm2m\ (7xio6«/mi) 

l: ^ 3 0 n g/m 1 <D Yv>#tf^>&&\,Hi%\}mMS0*KmffiLtz1fem 
mi fx u/m l <r>^y h~>v >-x^ey ^^-^-x^^&L. 3 7°CKT i 

~ 1 5 MSLfct, 1 . 4ml OTNE^y 77" [20mM Tris-HCl (pH7. 4 

), 150mM NaCl, ImM EDTA, 1% Triton X-100, ImM PMSF, ImM Na 3 V0 4 , 1/400^ 
IR Protease inhibitor cocktail (SIGMA)] j:tgj»l/: 0 ^MWiZM'L^ _h 
»^#@^^^MK^^M-^1-^^S^^i-^fet#: Canti-Jak2 (UPSTATE BIO 
TECHNOLOGY) . anti-Tyk2 (UPSTATE BIOTECHNOLOGY) . anti-STAT3 (SANTA CRUZ 
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BIOTECHNOLOGY) , anti-STAT5A (UPSTATE BIOTECHNOLOGY) , anti-PLC 7 1 (U 
PSTATE BIOTECHNOLOGY) ] X^nf-f >G-fe7 7D-^ (PHARMACIA) £fflv>T 

i;*T3 K*VU«*C*» (7. 5%) l:t«L/: 0 .T*i£l00V. 1B#K(7) 
^#ICTPVDFM (ATTO, 0. 2^m) fc<E^U 7;i/# U 7 * * 7 T * — if 
iL^'J>»ny^ (RC2 0, TRANSDUCTION LABORATORIES) £fl§V> 
TT-ni/^i; V^t3*ifc«fijf fc&Hi tfc 0 ISfeJctt 15 0^ g/m 1 CDNBT 
(BIO-RAD) 5.0*3 0 0 /u g/m 1 OBCIP (BI0-RAD) fcjflv*fc 0 -e^^H 

[0 0 9 6] 



DMSO 






Jak2 — 


+ 


+ 


Tyk2 — 


+ 


+ 


STAT 3 — 


+ 


+ 


STAT 5 A — 


+ 


+ 


PLC 7 1 — 


+ 


+ 



[0 0 9 7] 
[0 0 9 8] 
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> Tyk2, STAT3> STAT 5 X^PLC y 1 ^ 1; >®tf fcriMfcii ZtlZZt &m hfrtta 
o fz 0 Z<D V ymtfeMft Y n > jj?#.x?- ^ K J: & & <o fc -> fc 0 JBLLO 

[0 0 9 9] 

»JM 1 



J&fr & (1) T^StLMb^ 10mg 
?LH 7 0 0 m g 
n^^^^^-f- 2 7 4mg 
HP C-L 1 6 m g 



1 OOOmg 

^ (1) -C$tZtiZ>4k&mk$\M* 6 0* y vaw^^^cito rz->**- 
MttKn^y^f^^n-^ (HPC-L) **fc*:*yn!U »^ 

(12/60^ r>a) -?mMLmmm*n&o 
[0100] 

Sftlfli 2 



J&fr ^ (1) -e^^tt^^tl 10mg 

7 9 m g 

n-Vy;*-^ lOmg 
2±±ZU ^i vyjy^A l m g 



1 0 Omg 

^£ 12 0^ yyaOi4v»|:af 0 ia^^fT'J ^^y^A^Vl 
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[0 10 1] 

3 

m- 5£ (1) T3R$*L*ft#% ! 5mg 

9 0 m g 

y 4 2 m g 

- H P C ~ T - 3m g 

1 5 0m g 

IcfittllKKn^rn^n^ (HPC-L) *^&*«JL. ^ 
Lfcfc, »€»*L3fe*MMttt*SaBA*v» (12/60^^) -cttaL 

[0 10 2] 

tarn 4 

^ (1) ■C*S*L4'fb^«r 1 Omg 

?LIS 9 Omg 

0 u m g 

*^T'; ^7^y-)A 5mg 

1 5 m g 

1 5 0 m g 

* (1) «3*^fc^fc«fc^***n-;*, CMC-Na(#;v*-*v^ 

ma,*-* ny^Ho^^wv^u 

LI 5 0mg©t^j^ o 
[0 10 3] 

«JM 5 
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3$ (1) -£^fr2>QC&%D 1 0 Omg 

ti&miE&L?*'* W 1 0 0 0ml 

±fajfi#o»fctt»nr> i»m* i m i <oam?«t«t^^*- 

[0 10 4] 

> '> V V X*^ t^-?^) «&UT7/EP0-mp 1 ffl 

[122] 

l&miMtm&^W >X*^f^rt*) KiJ:&UI7/EP0«ftOJ«a 
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1/E 



[01] 




tS-TPO 



0.01 1.00 
(ns/ml) 



100.00 



[EI 2] 



! 0.8 

o 
to 

U> 0.6 
| O.J 
0.2 



-&-TP0 



0.01 1.00 100.00 

3RK <nc/ol> 
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[tmi > n >^t'xf> i/^^ -sttiM^^Ei^f^ • fern • 

UF%3W sft ( l ) 




[3ft*. Ri^^RSji^tL^tL^iiic, tK^m^-, so 3 h, Ci_ 6 r;v^r;^ Ci 
_6 T ;v ^ ;v * ;v # - « c 6-is 7'J-;v*;v«i ( & c i_6 r ^ * 

^ 7XM*> C2-6T;V^-;V&. Ci_67^ndryi, Ci_ 6 T;V3^v^;Vx}C 
, 2-7^-;i^ 3-7 7~;i^ 2-^-;i^ 3-^-;v^3UiNR 
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